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DETAILED ACTION 



Status of the Claims 



1 . Applicant's election of the species (hexenoyl trans-3)hGRF(l-44)NH 2 and the species 
chronic obstructive pulmonary disease in the reply filed on 1 1/24/2009 is acknowledged. 
Because the search of the species yielded prior art on the full genus of GRF analogs, the election 
of species requirement mailed 10/27/2009 is withdrawn. 

2. Claims 3-14 and 16-24 are pending. 



3. Claims 3-6, 8-14 and 16-24 arc objected to for the limitation in claim 3 "the hydrophobic 
tail defining a backbone of 5 to 7 atoms". The word "defining" should be replaced with a word 
that explicitly describes the structure of the hydrophobic tail and its backbone. 

4. Claim 4 is objected to because of the use of parenthetical phrases used to define variables 
in the chemical structures set forth in the claim. Definitions for each variable must be explicitly 
included in the claim. In addition, enantiomers and racemic mixtures must be clearly claimed. 
An acceptable format for the claim would be 

...wherein X is 



Claim Objections 




wherein R is H, CH 3 or CH 2 CH 3 , and the double bond is cis or trans; 
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wherein R is H, CH 3 or CH 2 CH 3; .... 

5. In addition claim4 is objected to because it does not end in a period. 

Claim Rejections - 35 USC § 102 - withdrawn 

6. The rejection of claims 3-6, 8-14, 22-24 and 74-79 under 35 U.S.C. 102(b) as being 
anticipated by Gravel et al. (US 6,458,764) is withdrawn in light of the amendment filed 
05/04/2010. Gravel et al. do not teach administration of GRF analogs to subjects suffering from 
wasting. 

7. The rejection of claims 3-14, 22-24 and 74-80 under 35 U.S.C. 102(b) as being 
anticipated by Larocque et al. ("Anchoring rigid hydrophobic chains to stabilize growth 
hormone-releasing factor," APS Poster, 2001) is withdrawn in light of the amendment filed 
05/04/2010. Larocque et al. do not teach administration of a GRF analog to subjects suffering 
from wasting. The statement at the conclusion of the poster that the GRF analog TH9507 (instant 
SEQ ID NO: 7) is being used to stimulate anabolism in COPD patients does not anticipate the 
instant claims because a COPD patient does not necessarily suffer from wasting, as evidenced by 
Debigare et al. ("Peripheral Muscle Wasting in Chronic Obstructive Pulmonary Disease," Am. J. 
Respir. Crit. Care Med., Volume 164, Number 9, November 2001, 1712-1717, especially p. 
1712). 

Claim Rejections - 35 USC §102 

8. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 
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A person shall be entitled to a patent unless - 

(a) the invention was known or used by others in this country, or patented or described in a printed publication in 
this or a foreign country, before the invention thereof by the applicant for a patent. 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or 
on sale in this country, more than one year prior to the date of application for patent in the United States. 

9. Upon further consideration, a new ground(s) of rejection is made in view of references 
cited on the IDS mailed 05/04/2009. 

10. Claims 3-14, 16, 23 and 24 are rejected under 35 U.S.C. 102(a) as being anticipated by 
"Theratechnologies completes patient enrollment for its clinical study on chronic obstructive 
pulmonary disease as part of its phase II program on ThGRF," online, April 23, 2003, (hereafter 
the press release of April 23, 2003). The press release of April 23, 2003 discloses a clinical trial 
in which 1 or 2 mg of ThGRF are administered to patients suffering from COPD-associated 
wasting. ThGRF is an alternative name for the GRF analog of instant claim 7 (SEQ ID NO: 7). 

11. Claims 3-14, 16, 23 and 24 are rejected under 35 U.S.C. 102(a) as being anticipated by 
"Theratechnologies: patient enrollment completed in hip fracture phase II clinical for ThGRF," 
online, July 9, 2003, (hereafter the press release of July 9, 2003). The press release of July 9, 
2003 discloses a clinical trial in which 2 mg of ThGRF are administered to patients suffering 
from wasting following hip fracture. ThGRF is an alternative name for the GRF analog of 
instant claim 7 (SEQ ID NO: 7). 

12. Claims 3-14 and 16 are rejected under 35 U.S.C. 102(b) as being anticipated by 
"Theratechnologies and Saki Chemicals in landmark licensing agreement to develop and market 
ThGRF peptide in Japan," online, February 5, 2002 (hereafter the press release of February 5, 
2002). The press release of February 5, 2002 states on p. 2 that Theratechnologies has launched 
clinical trials on ThGRF for indications such as muscle wasting observed in chronic obstructive 
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pulmonary disease and hip fractures, as well as sleep maintenance insomnia and certain immune 
system dysfunctions in the elderly. ThGRF is an alternative name for the GRF analog of instant 
claim 7 (SEQ ID NO: 7). 

13. Claims 3-14 and 16 are rejected under 35 U.S.C. 102(b) as being anticipated by 
"Theratechnologies announce positive results of an efficacy and safety phase II clinical trial of 
ThGRF in sleep maintenance insomnia," online, May 29, 2002 (hereafter the press release of 
May 29, 2002). The press release of May 29, 2002 states that Theratechnologies has launched 
clinical trials on ThGRF for indications such as muscle wasting observed in chronic obstructive 
pulmonary disease and hip fractures, as well as sleep maintenance insomnia and certain immune 
system dysfunctions in the elderly. ThGRF is an alternative name for the GRF analog of instant 
claim 7 (SEQ ID NO: 7). 

14. Claims 3-14 and 16 are rejected under 35 U.S.C. 102(b) as being anticipated by 
"Theratechnologies clinically demonstrates improvement in immune function among elederly 
with ThGRF peptide," online, June 6, 2002 (hereafter the press release of June 6, 2002). The 
press release of June 6, 2002 on p. 2 states that Theratechnologies has launched clinical trials on 
ThGRF for indications such as muscle wasting observed in chronic obstructive pulmonary 
disease and hip fractures, as well as sleep maintenance insomnia and certain immune system 
dysfunctions in the elderly. ThGRF is an alternative name for the GRF analog of instant claim 7 
(SEQ ID NO: 7). 

15. The press releases cited above do not explicitly teach the effect of ThGRF on muscle 
function in patients suffering from wasting. Because the press preleases teach that the same 
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compound was administered to the same patient population as the instant invention, the effect on 
muscle function is inherently met. 

Claim Rejections - 35 USC § 103 - Withdrawn 

16. The rejection of claims 50-55 under 35 U.S.C. 103(a) as being unpatentable over Gravel 
et al. (US 6,458,764) is moot because the claims are cancelled. 

17. The rejection of claims 50-56 under 35 U.S.C. 1 03(a) as being unpatentable over 
Larocque et al. is moot because the claims are cancelled. 

18. The rejection of claims 50-56 under 35 U.S.C. 103(a) as being obvious over US 
7,316,997 OR US 20090011985 OR US20090253623 OR US 20090088383 is moot because the 
claims are cancelled. 

19. The rejection of claims 15-21 under 35 U.S.C. 103(a) as being unpatentable over US 
7,316,977 OR US 20090011985 OR US20090253623 OR US 20090088383 in view of 
Schwartz et al. is withdrawn. Applicant has provided evidence in this file (see p. 15 of the 
response filed 05/04/2010) showing that the invention was owned by, or subject to an obligation 
of assignment to, the same entity as 7,316,977, US 2009001 1985, US20090253623 and US 
20090088383 at the time this invention was made. Therefore, these references are disqualified as 
prior art under 35 U.S.C. 103(c). 
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20. The rejection of claims 15-21 under 35 U.S.C. 103(a) as being unpatentable over 
Schwartz et al. (US 6,423,693) in view of Larocque et al. ("Anchoring rigid hydrophobic chains 
to stabilize growth hormone -releasing factor," APS Poster, 2001) is withdrawn. 

It is prima facie case obviousness to substitute the GRF analog SEQ ID NO: 7 of 
Larocque et al. for the gene therapy approach in the method of delivering GHRH to wasting 
patients in Schwartz et al. However, Applicants have demonstrated unexpected results which are 
sufficient to overcome the prima facie case. 

As stated by Applicant on pp. 12-13 of the response filed 05/04/2010, the prior art of 
Schwartz et al. and Larocque ct al. docs not address the effect of GHRH on muscle function in a 
patient suffering from wasting. In contrast, Schwartz et al. reasons that based on the known 
effects of growth hormone on muscle mass, GHRH, which stimulates growth hormone, could be 
used to treat wasting. On p. 13-14 of the response filed 05/04/2010, Applicants present evidence 
that an increase in muscle mass following growth hormone administration does not correlate 
with an increase in muscle function (see Zachwieja & Yarasheski, Lissett & Shalet, Burdet et al. 
and Pape et al. Appendix A-D filed 05/04/2010). In contrast, the inventors have shown in a 
randomized, double-blind, placebo-controlled study, that administration of SEQ ID NO: 7 to 
subjects with stable COPD increases muscle function and muscle mass (see Example 6 of the 
original specification, especially Table 2 which shows that the Low BMI and Low FFMI groups, 
which suffer from severe wasting, exhibit an increase in muscle function in response to SEQ ID 
NO: 7 as compared to placebo). The effect of SEQ ID NO: 7 on muscle function in patients 
suffering from wasting could not have been predicted from Schwartz et al. and Larocque et al, 
as evidenced by Zachwieja & Yarasheski, Lissett & Shalet, Burdet et al. and Pape et al. 
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Furthermore, it is clear from the prior art of Burdet et al. that an increase in muscle function is a 
desired clinical outcome for wasting patients and a goal for research in this field (see p. 1800). 
21 . MPEP § 716.02(c) states: "Evidence of unexpected results must be weighed against 
evidence supporting prima facie obviousness in making a final determination of the obviousness 
of the claimed invention. In re May, 574 F.2d 1082, 197 USPQ 601 (CCPA 1978) (Claims 
directed to a method of effecting analgesia without producing physical dependence by 
administering the levo isomer of a compound having a certain chemical structure were 
rejected as obvious over the prior art. Evidence that the compound was unexpectedly 
nonaddictive was sufficient to overcome the obviousness rejection. Although the 
compound also had the expected result of potent analgesia, there was evidence of record 
showing that the goal of research in this area was to produce an analgesic compound 
which was nonaddictive, enhancing the evidentiary value of the showing of 
nonaddictiveness as an indicia of nonobviousness.)." The facts of the instant case are similar to 
the facts of In re May. Although SEQ ID NO: 7 has the expected result of increasing muscle 
mass in wasting patients, it also has the unexpected result of increasing muscle function. Thus, 
the value of the unexpected result must be weighed against the value of the expected result. 
Because there is evidence of record in both in the instant specification and in Burdet et al. 
showing that the goal of research in this area was to increase muscle function in wasting patients, 
this unexpected property of SEQ ID NO: 7 outweighs the prima facie case for obviousness 



Claim Rejections - 35 USC § 103 - maintained 
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22. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1 .56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
invention was made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) 
and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 



23. Claims 3-6, 8-14 and 16-24 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Schwartz et al. (US 6,423,693) in view of Gravel et al. (US 6,458,764). 

24. Schwartz et al. teach that growth hormone releasing hormone (GHRH) has therapeutic 
utility in stimulating the production and secretion of growth hormone (GH) (col 2, lines 30-37) 
and specifically in the treatment of cachexia in chronic diseases such as cancer (col 2, lines 38- 
48, col 34, line 44 - col 35, line 18) and the treatment of chronic obstructive pulmonary disorder 
(col 11, lines 55-65). Schwartz et al. teaches that current limitations of recombinant GHRH 
therapy include the short half-life of the peptides in vivo and the requirement for frequent 
administration (1-3 times/day) of either subcutaneous or intravenous injections (col 2, lines 49- 
57). Schwartz et al. propose as an alternative to administration of GHRH peptides, a gene- 
therapy approach to circumvent these limitations. 

Schwartz et al. do teach a method of administering GRF analogs of formula A. 
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Gravel et al. teach GRF analogs of formula A which is identical to the formula in instant 
claim 3. Gravel et al. teach that the analogs have improved biological potency and prolonged 
activity, increased anabolic potency and prolonged activity, i.e. capable to substantially elevate 
insulin-like growth factor I (IGF-I) levels when chronically administered in humans and animals 
(col 4, lines 34-48). 

It would have been obvious to one of ordinary skill in the art to use the GFR analogs of 
formula A taught by Gravel et al. in the method of treating wasting and COPD taught by 
Schwartz et al. The skilled artisan would have been motivated to do so given that Gravel et al. 
teach that the GRF analogs have improved potency and prolonged activity which overcomes the 
disadvantages with GRF therapy identified by Schwartz et al. There would have been a 
reasonable expectation of success given that Gravel et al. administer the GRF analogs of formula 
A to animals and that they exhibit an ability to induce GH secretion (Examples 3 and 4). With 
respect to claim 17-21, Schwartz et al. do not teach the specific criteria for diagnosing patients 
with wasting (i.e. BMI, fat-free mass index and ideal weight). It would have been obvious to 
select patients with severe wasting because such patients would be most in need of therapy.. 
With respect to claims 22-24, Gravel et al. teach subcutaneous injection of 20 ug/kg of body 
weight (Example II) which falls within the claimed range of about 1 to 2 mg for an average adult 
human. 

Applicant's assertion of unexpected results in the response filed 05/04/2010 (discussed 
above) is insufficient to overcome the prima facie case of obviousness over Schwartz et al. and 
Gravel et al. MPEP § 716.02(c) states: '"Whether the unexpected results are the result of 
unexpectedly improved results or a property not taught by the prior art, the "objective evidence 
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of nonobviousness must be commensurate in scope with the claims which the evidence is offered 
to support.' In other words, the showing of unexpected results must be reviewed to see if the 
results occur over the entire claimed range. In re Clemens, 622 F.2d 1029, 1036, 206 USPQ 289, 
296 (CCPA 1980)." In the instant case, the unexpected results presented in the instant 
specification pertain only to a single species (SEQ ID NO: 7) of the claimed genus formula A. 
Given the structural diversity of the GRE analogues in Formula A, data on the effect of SEQ ID 
NO: 7 on muscle function is not representative of the effect of the full genus of GRF analogues 
on muscle function. Only claim 7 which is limited to SEQ ID NO: 7 is nonobvious over 
Schwartz et al. and Gravel et al. 

Double Patenting - Withdrawn 

25. The rejection of claims 3-14, 22-24, 50-56 and 74-80 on the ground of nonstatutory 
obviousness-type double patenting as being unpatentable over claims 1-8 of U.S. Patent No. 
7,316,997 is withdrawn in light of the amendment filed 05/04/2010. 

26. The provisional rejection of claims 3-14, 22-24, 50-56 and 74-80 on the ground of 
nonstatutory obviousness-type double patenting as being unpatentable over claims 1-88 of 
copending Application No. 12/239,697 OR claims 1-88 of copending Application No. 
12/239,708 OR claims 1-88 of copending Application No. 12/239,712 is withdrawn in light of 
the amendment filed 05/04/2010. 
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27. The rejection of claims 15-21 on the ground of nonstatutory obviousness-type double 
patenting as being unpatentable over claims 1-8 of U.S. Patent No. 7,3 16,997 in view of 
Schwartz et al. is withdrawn. Applicant's showing of unexpected results overcomes the prima 
facie case of obviousness for the reasons presented above. 



Double Patenting - maintained 

28. The nonstatutory double patenting rejection is based on a judicially created doctrine 
grounded in public policy (a policy reflected in the statute) so as to prevent the unjustified or 
improper timewise extension of the "right to exclude" granted by a patent and to prevent possible 
harassment by multiple assignees. A nonstatutory obviousncss-type double patenting rejection 
is appropriate where the conflicting claims arc not identical, but at least one examined 
application claim is not patentably distinct from the reference claim(s) because the examined 
application claim is either anticipated by, or would have been obvious over, the reference 
claim(s). See, e.g., In re Berg, 140 F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re 
Goodman, 1 1 F.3d 1046, 29 USPQ2d 2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 
USPQ 645 (Fed. Cir. 1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re 
Vogel, All F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 
USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) or 1.321(d) may 
be used to overcome an actual or provisional rejection based on a nonstatutory double patenting 
ground provided the conflicting application or patent either is shown to be commonly owned 
with this application, or claims an invention made as a result of activities undertaken within the 
scope of a joint research agreement. 

Effective January 1, 1994, a registered attorney or agent of record may sign a terminal 
disclaimer. A terminal disclaimer signed by the assignee must fully comply with 37 CFR 
3.73(b). 



29. Claims 3-6, 8-14 and 16-24 are rejected on the ground of nonstatutory obviousness-type 
double patenting as being unpatentable over claims 20-34 and 89-104 of copending Application 
No. 11/877,395 OR claims 1-88 of copending Application No. 12/239,697 OR claims 1-88 of 
copending Application No. 12/239,708 OR claims 1-88 of copending Application No. 
12/239,712, as applied to claims 3-14, 22-24, 50-56 and 74-80 above, in further view of 
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Schwartz et al. (US 6,423,693). An independent rejection is made over each of these copending 
applications but because the rejections are substantially identical they are presented in 
consolidated form for the sake of brevity. Although the conflicting claims are not identical, they 
are not patentably distinct from each other. 

30. Claim 1 of copending Application No. 1 1/877,395 recites a method of administering GRF 
analogues of formula A, identical to the genus in instant claim 3. 

3 1 . Claim 90 of copending Application No. 12/239,697 recites a method of administering 
GRF analogues of formula A, identical to the genus in instant claim 3. 

32. Claim 3 of copending Application No. 12/239,712 recites a method of administering GRF 
analogues of formula A, identical to the genus in instant claim 3. 

33. The claims do not teach a method of administering GRF analogs to patients with wasting. 
Schwartz et al. teach that growth hormone releasing hormone (GHRH) has therapeutic 

utility in stimulating the production and secretion of growth hormone (GH) (col 2, lines 30-37) 
and specifically in the treatment of cachexia in chronic diseases such as cancer (col 2, lines 38- 
48, col 34, line 44 - col 35, line 18) and the treatment of chronic obstructive pulmonary disorder 
(col 11, lines 55-65). Schwartz et al. teaches that current limitations of recombinant GHRH 
therapy include the short half-life of the peptides in vivo and the requirement for frequent 
administration (1-3 times/day) of either subcutaneous or intravenous injections (col 2, lines 49- 
57). Schwartz et al. propose as an alternative to administration of GHRH peptides, a gene- 
therapy approach to circumvent these limitations. 

It would have been obvious to one of ordinary skill in the art to use the GFR analog 
claimed in the copending applications cited here in the method of treating wasting and COPD 
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taught by Schwartz et al. The skilled artisan would have been motivated to do so given that the 
copending applications indicate that the GRF analog is suitable for therapeutic use, suggesting 
that it has overcome the disadvantages with GRF therapy identified by Schwartz et al. With 
respect to claim 17-21, Schwartz et al. do not teach the specific criteria for diagnosing patients 
with wasting (i.e. BMI, fat-free mass index and ideal weight). It would have been obvious to 
select patients with severe wasting because said patients are most in need of treatment. With 
respect to claims 22-24, the copending applications cited here claims methods of subcutaneous 
administration of dosages equal to about 1 or 2 mg. 

The prima facie case of obvious is not overcome by Applicant's showing of unexpected 
results because the results which pertain only to SEQ ID NO: 7 are not commensurate in scope 
with the full genus of GRF analogues. This is a provisional obviousness-type double patenting 
rejection because the conflicting claims have not in fact been patented. 

Allowable Subject Matter 

34. The following claim drafted by the examiner and considered to distinguish patentably 
over the art of record in this application, is presented to applicant for consideration: 

A method of increasing muscle function in a subject suffering from severe wasting comprising 
administering to said subject the GRF analog (hexenoyl trans-3)hGRF(l-44)NH 2 (SEQ ID NO: 
7), wherein 

(a) said subject has a body mass index less than or equal to 20; 

(b) said subject has a weight less than 90% of ideal body weight; 
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(c) said subject is a male and said subject has a fat free mass index less than or equal to 
16; or 

(d) said subject is a female and said subject has a fat free mass index less than or equal to 
15. 

The press releases cited in the anticipation rejections above to do not teach the administration of 
ThGPvF to patients suffering from severe wasting and having the diagnostic criteria listed in parts 
(a)-(d) of the proposed claim. A prima facie case of obviousness over the press releases in view 
of prior art pertaining to severe wasting would be overcome by the unexpected results presented 
in the response filed 05/04/2010 and in the original specification. 

Applicant is invited to contact the Examiner upon receipt of this Office action to discuss 
this proposed claim and to resolve outstanding issues in this Application. 

Conclusion 

35. No claims are allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to CHRISTINA BRADLEY whose telephone number is (571)272- 
9044. The examiner can normally be reached on Monday, Tuesday, Thursday and Friday 8:30 
A.M. to 4:30 P.M. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Cecilia Tsang can be reached on (571) 272-0562. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Christina Marchetti Bradley/ 
Examiner, Art Unit 1654 

cmb 



